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Art Unit: 1632 

Applicant's arguments filed October 29, 2007 have been fully considered but they are 
not persuasive. The amendment has been entered. Claims 1-5, 7-20, 25-33, 38-45 and 51- 
56 are pending. 

The IDS filed October 21, 2005 is being provided again as one reference was not 
previously initialed. 

The portion of the rejection made in the office action mailed April 26, 2007 under 35 
U.S.C. § 112, first paragraph as lacking enablement for primate mammals is withdrawn. 

The rejection of claims 21-24 and 34-37 under 35 U.S.C. 102(b) or, in the 
alternative, under 35 U.S.C. 103(a) as obvious made in the office action mailed April 26, 
2007 has been withdrawn. 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner 
and process of making and using it, in such full, clear, concise, and exact terms as to 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the same and shall set forth the best mode contemplated by 
the inventor of carrying out his invention. 

Claims 1-5, 7-20, 25-33, 38-45 and 51-56 remain rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for a method of producing a 
rabbit by nuclear transfer comprising inserting a rabbit donor somatic cell into an 
enucleated rabbit mammalian oocyte of the same species as the donor cell to produce a 
nuclear transfer embryo, activating the oocyte cycloheximide and 6-dimethylamino purine 
to produce a reconstituted embryo, transfer of the reconstituted embryo to the uterus of a 
22 hour asynchronous female rabbit, and permitting development of the reconstituted 
embryo to term, does not reasonably provide enablement for the claims as written for 
reasons set forth in the office action mailed April 26, 2007. The specification does not 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the invention commensurate in scope with these claims. 
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Neither the specification nor the claims teach or provide a means through which to 
determine the variable "T" in t = t 0 + T (+/- 25% T). The claims and the specification never 
discuss determining "T" or providing a value for "T." Without knowing "t" one could not 
calculate "T." Without "T" one would not know the asynchrony of development between two 
embryos to determine when after fertilization an embryo should be transferred to the uterus 
of a recipient female. Further, the specification and the claims do not clearly define "t 0 ." 
That is "t 0 " is the time of crossing a vasectomized male with a female or the time of crossing 
a fertile male with a female, each to produce an embryo. However, the specification and the 
claims do not state exactly what "t 0 " measures. Is the hour/minute of mating? Is it the time 
post-ovulation? More explanation is needed for the variables in the formula for the formula, 
and the method, to be used. Additionally, the only means taught by the specification to 
determine "T" is through cell or blastomere counting of the embryos. If one knows the 
embryo is a one-cell, 2-cell, 4-cell, 8-cell, 16-cell, morula or blastocyst stage embryo, then 
the determination has been completed. 

The claims are further not enabled because claim 1 states "the determination taking 
place on or before the day of uterine implantation of said second embryo." However, there 
is no transfer to a uterus step in claim l(a)(ii). Also, the specification does discuss how to 
determine asynchrony of development once the embryo has been transferred to the uterus. 
A transferred embryo may not implant immediately into the uterine wall. It is noted that 
fertilized eggs do not require artificial or parthenogenetic activation. Sperm entry induces a 
series of events, one of which is activation of the egg. Also, the method of evaluating would 
need to transfer an embryo of the same species as those evaluated or the attempt to gain 
synchrony would be fraught with species differences. 

With regards to the asynchrony between oocyte donor rabbit and embryo recipient 
rabbit, the specification states that transfer of 1-4 cell stage embryos to female results in no 
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fetal rabbit development (specification, page 28, parag. [0085]). Further, the specification 
states NT embryos reach blastocyst stage in vitro just as the zygotes and parthenotes, but 
the NT embryos at day 4 about one day behind (specification, page 28, parag. [0083]). 
When 16 hour asynchronous females are used as recipients, the rate of implantation 
increases, but none of the females remained pregnant (page 29-30, bridg. parag.). Live 
cloned rabbits were obtained with 22 hour asynchrony (page 30, parag. [0087]). Thus, 
there is great unpredictability in producing live-born, cloned rabbits. Applicant has been 
limited to the particular method disclosed in the specification to produce cloned rabbits 
because insufficient guidance has been provided to determine "t" given the above 
deficiencies in the formula. 

It is noted that claims 43, 44, and 56 encompass cross-species nuclear transfer, by 
not specifying the reconstituted embryo was transferred to the uterus of a female of the 
same species, as well as encompass the production of primates by nuclear transfer. At the 
time of filing, cross-species nuclear transfer and the cloning of primates were not regarded 
enabled. Meirelles demonstrates that methods of nuclear transfer where the nuclear 
material of Bos indicus is inserted into the oocyte of Bos taurus produces calves comprising 
the nuclear material of Bos indicus and the mitochondria of Bos taurus. Meirelles et al. teach 
that previous attempts to use the Bos oocyte as hosts for nuclear transfer from unrelated 
species allowed development to the blastocyst stage, and conclude that incompatibility 
among the nuclear and mitochondrial genetic systems is responsible for the early arrest. 
Meirelles also points to similar failures using Mus caroli and Mus musculus citing Dominko. 
Meirelles concludes that in light of their results and the failures of the prior art, that nuclear 
transfer across subspecies barriers is possible (see Meirelles, pp. 351-355). In addition, the 
claims encompass methods of nuclear transfer when the oocyte is off a different species 
than the surrogate mother animal. Further, in the production of sheep goat chimeras, there 
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were biases towards chimeras whose genotype and phenotype was most like that of the 
recipient, and that the successful production of chimeras resided in the neutralization of 
incompatibility between the chimeric embryos (Fehilly et al (1985), page 221, parag. 1). 

Applicant argues the claims have been amended as suggested by the Examiner. This 
argument is not persuasive. 

The only amendment to the claims related to the enablement rejection is the 
limitation to "non-primate mammal." The rejections based on cross-species nuclear transfer 
have not been addressed as well as the rejection based on activation of a sperm fertilized 
egg- 

Applicant argues the specification and the claims define "T" such that "t" can be 
calculated. However, the rejection is the determination of "T." The specification only 
discusses blastomere counting. Further, "t 0 " is not clear as what "t 0 " measures is not clear. 
It is understood the animals were conceived at the same time, but what "t 0 " actually is not 
evident. 

Claims 1-5, 7-20, 25-33, 38-45 and 51-56 because the prior art did not teach or 
suggest the methods as presently claimed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until 
after the end of the THREE-MONTH shortened statutory period, then the shortened statutory 
period will expire on the date the advisory action is mailed, and any extension fee pursuant 
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to 37 CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no 
event, however, will the statutory period for reply expire later than SIX MONTHS from the 
mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Deborah Crouch, Ph.D. whose telephone number is 571- 
272-0727. The examiner can normally be reached on M-Fri, 6:00 AM to 3:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Peter Paras can be reached on 571-272-4517. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status information 
for unpublished applications is available through Private PAIR only. For more information 
about the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic Business Center (EBC) at 866- 
217-9197 (toll-free). If you would like assistance from a USPTO Customer Service 
Representative or access to the automated information system, call 800-786-9199 (IN USA 
OR CANADA) or 571-272-1000. 

/Deborah Crouch, Ph.D. / 
Primary Examiner, Art Unit 1632 
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